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Introduction
Rheumatoid arthritis (RA) is a chronic systemic inflammatory disease that results in worsening of physical function and extra-articular manifestations. Because of these manifestations, patients with RA have been reported to have a shorter life expectancy than controls [1, 2] and are at increased risk of developing infections compared with the general population [3, 4] . Furthermore, although many studies have reported favorable results of treatment, since the introduction of a new class of anti-cytokine drugs, problems associated with increased rates of serious infection in RA patients have emerged.
Lower respiratory tract infections are the most frequent infectious events occurring in RA patients [5] , and bacterial pneumonia is associated with increased mortality in RA patients [4] [5] [6] . A nested case-control study that included 17,172 cases of pneumonia diagnosed between 1996 and 2005 determined that RA was an independent risk factor for community-acquired pneumonia (odds ratio, 1.84; 95% confidence interval [CI], 1.62-2.10) [7] . Recently, a favorable effect of vaccination against influenza and pneumococcus to reduce the prevalence of hospitalized cases of pneumonia in RA patients has been reported [8, 9] .
Pneumonia may be one of the most important infectious complications of RA patients, but there have been no reports investigating the etiology, severity, and mortality of pneumonia in these patients. Therefore, the objectives of the present study were to clarify the characteristics, etiology, severity, outcome, and prognostic factors of pneumonia in RA patients in comparison with non-RA patients.
Materials and methods

Patients and study design
We performed a retrospective study of patients treated with pneumonia at our institution in Saitama, Japan, between January 2002 and December 2011. Characteristics, severity, outcome, and etiology of pneumonia in the RA patients were compared with those in the non-RA patients also treated in our institution during the same period. The following variables were assessed as possible risk factors for mortality from pneumonia: age (!65 years), male sex, smoking habit, presence of comorbid illness, respiratory comorbidity, RA patient, severe pneumonia, and healthcare-associated pneumonia (HCAP), which we previously reported as risk factors for mortality from CAP [10] . RA was diagnosed by rheumatologists certified by the Japan College of Rheumatology according to established classification criteria [11] . The study protocol was approved by the Ethics Committee of Saitama Cardiovascular and Respiratory Center (Approval no. 2012041) and waived patient consent because this was a retrospective study and anonymity was secured. The study was conducted in compliance with the Declaration of Helsinki.
Definition of pneumonia
Pneumonia was diagnosed on the basis of symptoms suggestive of lower respiratory tract infection and the development of new infiltrations on chest X-ray. HCAP was defined when the criteria of the American Thoracic Society (ATS)/Infectious Diseases Society of America (IDSA) guidelines [12] were satisfied. Severe pneumonia was defined when at least one major criterion or three minor criteria of the IDSA/ATS guidelines [13] were present. Patients with acquired immunodeficiency syndrome, tuberculosis, non-resected lung cancer, or a confirmed alternative diagnosis until the end of follow-up were excluded from the study.
Microbiological identification
Diagnosis of causative microorganisms was based on the results of semiquantitative cultures of respiratory samples or blood, paired sera, urinary antigen tests for Streptococcus pneumoniae and Legionella pneumophila, and nasopharyngeal swabs for influenza virus as reported previously [10] . The antibiotic regimen was chosen by the attending physician in accordance with the recommendations of the ATS/IDSA guidelines [12] .
Statistical analysis
Results are presented as the frequency and percentage or mean ± SD, unless otherwise indicated. Risk factors for mortality from pneumonia in RA patients were evaluated with univariate and multivariate logistic regression analysis. Variables showing significance by univariate analysis were included in the multivariate logistic regression analysis with backward elimination method. The 95% CI for all comparisons is also reported. In all instances, a two-tailed P value of 0.05 was considered to indicate statistical significance. All statistical analyses were performed with Statistical Analysis System software (SAS version 9.1.3; SAS Institute, Inc., Cary, NC).
Results
Characteristics of pneumonia patients with and without RA
Overall, 71 patients with RA and 1478 patients without RA were investigated. Characteristics of the RA patients with pneumonia are shown in Table 1 . Among these patients with RA, the age at diagnosis was 71.0 ± 8.9 years, 39 (54.9%) patients were female, and 29 (40.9%) patients had a smoking history. Underlying respiratory diseases were identified in 51 (71.8%) patients, and systemic comorbidities were identified in 33 (46.5%) patients. The ratio of females (54.9% vs 30.5%, p < 0.001) and the frequency of underlying respiratory disease (71.8% vs 52.2%, p = 0.001) were significantly higher in the RA patients, but the presence of a smoking history (40.9% vs 62.1%, p < 0.001) was significantly higher in the non-RA patients.
Compared with RA patients without underlying respiratory disease, the mean age of those having respiratory comorbidities was significantly older and the rate of male sex was significantly higher ( Table 2 ). There were no differences in the characteristics of the RA patients between those with severe versus non-severe pneumonia (Table 2 ). Compared with the RA patients who did not survive, those who did survive tended to be more frequently treated with a steroid or immunosuppressant.
Microbiological etiology of pneumonia in patients with and without RA
Pathogens were identified in 40 (56.3%) of the RA patients and 824 (55.8%) of the non-RA patients ( Table 3 ). The five most frequently isolated pathogens in the RA patients were S. pneumoniae (18.3%), Pseudomonas aeruginosa (14.1%), Haemophilus influenzae (9.9%), Mycoplasma pneumoniae, and influenza virus (8.5% each). In contrast, the four most frequently isolated pathogens in the non-RA patients were S. pneumoniae (23.2%), influenza virus (9.4%), M. pneumoniae (8.1%), and Legionella spp. (4.7%) ( Table 3) . P. aeruginosa (14.1% vs 4.5%, p = 0.002), H. influenzae (9.9% vs 4.2%, p = 0.035), M. catarrhalis (7.0% vs 0.9%, p = 0.001), and polymicrobial infection (23.9% vs 8.3%, p < 0.001) were identified as etiologies statistically more frequently in the RA patients than in the non-RA patients ( Table 3) .
The four most frequently isolated pathogens in the RA patients with underlying respiratory diseases were P. aeruginosa (19.6%), S. pneumoniae (15.7%), H. influenzae (13.7%), and M. catarrhalis (9.8%) ( Table 4 ). All of the patients with P. aeruginosa, H. influenzae, and M. catarrhalis infection had respiratory comorbidities. Pathogens isolated in the non-survivors with RA were S. pneumoniae, P. aeruginosa (n = 3 each), M. pneumoniae, H. influenzae, and M. catarrhalis (n = 1 each) ( Table 4 ). There were no significant differences in etiologies between the RA patients with or without underlying respiratory disease, between the RA patients treated or Data are presented as means ± standard deviation or n (%). b "Other pulmonary disease" includes the following incidences of each disease: bronchiolitis (n = 6), chronic eosinophilic pneumonia (n = 2), and others (n = 5) in the RA patients, and pneumoconiosis (n = 13), sarcoidosis (n = 9), chronic empyema (n = 8), pulmonary thromboembolism (n = 6), asbestos pleuritis (n = 4), pulmonary hypertension, alveolar proteinosis (n = 3 each), and others (n = 10) in the non-RA patients. Some patients had more than one comorbidity.
not-treated with MTX or biologics, between the severe and non-severe RA patients, and between the non-surviving and surviving RA patients.
Severity on admission of pneumonia patients with and without RA
Seven (9.9%) RA patients and 218 (14.7%) non-RA patients met the criteria of severe pneumonia on hospital admission. The frequency of severe pneumonia in the RA patients did not differ from that in the non-RA patients ( Table 1) .
Outcomes of pneumonia patients with and without RA Eight (11.3%) RA patients and 74 (5.0%) non-RA patients died ( Table 1 ). The mortality of the RA patients was statistically higher than that of non-RA patients (p = 0.050). All eight non-survivors with RA had respiratory comorbidities (Table 2) .
Risk factors for mortality from pneumonia
Multivariate analysis revealed older age, RA, severe pneumonia, and HCAP to be the independent risk factors for mortality from pneumonia ( Table 5 ). The presence of respiratory comorbidities was found to be a significant risk factor for mortality in the univariate analysis, although this factor was not significant in the multivariate analysis.
Discussion
We assessed the characteristics, severity, outcome, and etiology of pneumonia in RA patients. The characteristics of the RA patients with pneumonia differed from those of the non-RA patients with pneumonia in terms of certain patient demographics and in the microbial etiologies of pneumonia. Although the severity of the pneumonia in the RA patients did not differ significantly from that in the non-RA patients, mortality in the RA patients was significantly higher than that in the non-RA patients, and RA itself was an independent risk factor for mortality from pneumonia. Haemophilus parainfluenzae (n = 1 each) in the RA patients, and methicillin-susceptible S. aureus (n = 11), methicillin-resistant S. aureus (n = 5), Nocardia sp. (n = 3), H. parainfluenzae (n = 2), and coagulase-negative
Staphylococci, S. haemolyticus, Acinetobacter baumannii, A. calcoaceticus, Varicella-zoster virus, H. parahaemolyticus, Pseudomonas alcaligenes, Citrobacter freundii (n = 1 each), and anaerobes (n = 7) (Fusobacterium sp. [n = 2], and
Clostridium perfringens, Prevotella sp., Gemella morbillorum, Peptostreptococcus prevostii, and Veillonella sp. [n = 1 each]) in the non-RA patients. Vaccination against influenza and pneumococcus has been shown to reduce the prevalence of pneumonia in RA patients [8, 9] . The present study showed that both S. pneumoniae and influenza virus were frequently isolated as pathogens of pneumonia in these patients. This result may be one of explanations for why vaccination against influenza and pneumococcus is associated with a lower prevalence of pneumonia in RA patients. Further prospective studies are needed to clarify the factors contributing to the reduction of the prevalence of pneumonia in RA patients.
A previous report indicated that structural diseases of the lung, smoking history, and cardiovascular diseases were the important risk factors of infections by P. aeruginosa, H. influenzae, and M. catarrhalis [6] . In the present study, infections by these three species were statistically more frequent in the RA patients than the non-RA patients, and all patients with these infections had respiratory comorbidities. The frequency of respiratory comorbidities in the RA patients was higher than that in the non-RA patients. Our data suggest that a higher frequency of respiratory comorbidities in RA patients may contribute to the difference in microbial etiologies from that in non-RA patients. Reports in the literature even in the pre-steroid era suggest that patients with RA may have an increased susceptibility to infection [14] . RA patients have increased susceptibility to the development of pneumonia [3, 5, 15] . One possible explanation for this increased rate of pneumonia is the impaired immunologic abnormalities due to RA itself that involve the majority of circulating T cells, which develop from an early stage in the disease course [16] . RA therapy with corticosteroids and other immunomodulatory agents may also contribute to respiratory infection in patients complicated with RA. In fact, Widdifield et al. have suggested the associations of both previous and current anti-rheumatic drug use with increased risk of infection for both overall and specific infections [5] . In addition, the respiratory comorbidities that RA patients are often complicated with [15, 17] should not be ignored. In the present study, 51 (71.8%) patients with RA had underlying respiratory diseases, which was statistically more frequent than that in the non-RA patients. The presence of these pulmonary and respiratory tract diseases may increase the risk of pneumonia [18] .
Although the severity of pneumonia in the RA patients did not differ significantly from that in the non-RA patients, the mortality of the RA patients was significantly higher than that of the non-RA patients. We found that RA itself, older age (!65 years), disease severity, and HCAP were identified as the independent risk factors for mortality.
Tsuchiya et al. investigated the outcome and causes of 71 deaths in 144 RA patients who had lung diseases directly associated with RA and reported that the cause of death in 9 (12.7%) of the 71 non-survivors was pneumonia [19] , which suggests that pneumonia is an important cause of death in patients with underlying respiratory disease. Furthermore, disease-related factors such as immobility or the presence of extraarticular manifestations of RA were reported to contribute to the mortality of RA patients [20, 21] . All 8 non-survivors in the present study had underlying respiratory diseases, and probably, their pulmonary function would also have been impaired. One reason for the difference in mortality between the RA and non-RA patients, and why RA itself was found to be an independent risk factor for mortality may be the impaired pulmonary function due to underlying respiratory diseases in the RA patients. The impaired pulmonary function, including the impaired local defense mechanism in patients with respiratory comorbidities or the impaired host defenses in RA patients, may contribute to its mortality. Physical activities such as performance status are frequently impaired in RA patients, which may have affected the present results [22] . It would be desirable to examine prognostic factors of pneumonia in RA patients in consideration of underlying disease severity in a future study.
The present study has several limitations. First, because it is a retrospective, observational, single-center study, the level of confidence is reduced, and the results may not be applicable in other settings. Second, we did not investigate the disease severity of RA, which may be an important risk factor for mortality. Third, we could not examine the influence of therapeutic drugs for RA on the outcome of pneumonia because few patients were given these drugs, especially MTX or biologics.
Conclusion
Our results showed that there were several differences in patient demographics and etiologies between the RA patients and non-RA patients with pneumonia. The mortality from pneumonia in the RA patients was significantly higher than that in the non-RA patients, and RA itself was an independent risk factor for mortality from pneumonia. One possible explanation for the difference in clinical characteristics, etiology, and mortality between the RA patients and non-RA patients was the difference in the frequency of underlying respiratory disease. Careful attention should be paid to treating pneumonia in RA patients with respiratory comorbidities.
